To: Beck, Nancy[Beck.Nancy@epa.gov]

Cc: Bahadori, Tina[Bahadori.Tina@epa.govl]; Yamada, Richard (Yujiro)[yamada.richard@epa.gov};
Morris, JeffiMorris.Jeff@epa.gov]
From: Thayer, Kris

Sent: Wed 9/13/2017 8:11:02 AM
Subject: RE: IRIS Materials for the 27-28 September SAB-CAAC meeting

Thanks for the questions Nancy — I've added some brief comments below. Some of these points
are probably best discussed in real-time. We are swamped until after the September SAB CAAC
but perhaps we can find time to meet in October?

From: Beck, Nancy

Sent: Tuesday, September 12, 2017 9:37 PM

To: Thayer, Kris <thayer.kris@epa.gov>

Cc: Bahadori, Tina <Bahadori.Tina@epa.gov>; Yamada, Richard (Yujiro)
<yamada.richard@epa.gov>; Morris, Jeff <Morris.Jetf@epa.gov>
Subject: RE: IRIS Materials for the 27-28 September SAB-CAAC meeting

Kiris,

Thanks for sharing. I’ve only skimmed the documents very quickly but I do have a few simple
questions:

[] U Tts still not clear to me what you mean by a portfolio approach Is 1t that you may
51mp1y do a RfC before or separate from a RfD or cancer value? That’s just one example of the
portfolio. Is the basic framework for developing each endpoint going to remain the same and will
you continue to use the RfV’s and the cancer values as the endpoints of interest? It isn’t clear to
me how this moves us away from “one size fits all.” For instance in OPPT we rely on a POD and
don’t apply UF’s as IRIS does, so we don’t really need IRIS to develop RfV’s for us. We are fine
to provide OPPT with PODs only, but we should discuss how this will best work in practice, in
particular for assessments where OPPT isn’t the only EPA Office/Program with an interest in the
assessment. Tina and [ have some options in mind and would welcome the opportunity to
discuss.

, _ In your attachment A figure for the IAP, it would be useful to explain to us where
you plan to have internal EPA review. After which steps? The draft IAPs went through internal
agency review over the summer. Beyond the draft IAP stage, we are working within the existing
internal EPA review processes. We have a slide on this for the upcoming September 20 STPC
meeting.

U/ While the scoping summary table shows what programs may have an interest in a
value, where can we find information on how IRIS prioritizes which chemicals to review? Is



IRIS planning to do a prioritization exercise anytime soon within the Agency? For example,
there are 189 HAPs and not many of them have IRIS values, how will you decide which HAPs to
review? It seems the need for them would be consistent under 112d. This 1s a good topic for a
fuller discussion but in short, our prioritization is based on standing commitments (such as multi-
year agenda chemicals — but confirming they meet current administration priorities), finding
capacity to meet emerging needs of the agency (especially for small evidence-base topics), and
staff resources.

I’'m not sure tables/visuals that show the number of studies available for each
endpoint are on their own useful. Doesn’t the quality of those studies matter? Is this just a
screening tool to help focus the evaluation? Yes, the number of study inventories are used as a
screening tool to help us get a sense of level of effort, nature of the evidence (e.g., epi, animal, in
vitro), and type of expertise that will likely be required to conduct the assessment

In the specific aims, looking at EB as an example, it says you will evaluate risk of
bias and sensitivity. How does this evaluation compare to something like the ToxRTool which is
used internationally (or Klimisch which was used quite a bit by OPPT for our HPV program), to
evaluate the study quality of toxicological data? This is probably a good topic for a briefing, but
in short the IRIS approach includes a reporting quality domain that covers much of the
ToxRTool content, but also has other domains that are more widely used in the SR community.
Applicability or relevance of the study to the assessment question can be addressed as part of
adherence to the PECO-statement. Obviously, we save resources if we don’t spend time doing
study quality assessment or data extraction on studies that are not really relevant to the
assessment needs. We also consider applicability as part of our structured framework for
assessing weight of evidence. Consistent with standards in systematic review, we do try to be
transparent in separating out considerations related to risk of bias (internal validity) and
applicability.

, You note that studies with critical deficiencies will be considered uninformative,
but what about other gradations of study quality? The discussion on synthesis makes no mention
of giving preference to higher quality studies over lower quality studies. This is important to us
as TSCA requires us to consider quality when integrating information. Again, a good topic of a
briefing. We explicitly consider the other gradations of study quality as part of our evidence
synthesis, which we are trying to make more consistent and transparent via use of evidence
profile tables. I think for future draft IAPs we can consider elaborating on that specific aim to
give the reader a sense of factors we consider during the process of evidence synthesis. A fuller
description of the evidence synthesis process is presented in chemical-specific protocols and the
[RIS Handbook.

In the PECO statement, looking at EB, under exposure, there really doesn’t seem to
be any consideration of environmentally relevant doses. Is IRIS continuing to focus on any dose
from animal studies and mechanistic studies without trying to give a preference to doses that
may be within the range of typical human exposures. It really depends on the Agency scoping
need and also the chemical in question. For example, if the Agency scoping need isn’t already
targeted to a certain dose range, then we may need to consider the size and nature of the
evidence base during our initial problem formulation....e.g., when there are a lot of studies then



we may opt to focus on those that test lower doses....or perhaps limit the SR to focus to health
outcomes that are associated with lower dose effects. I'm very curious how you are approaching
this for TSCA, in particular as you move into full-text review screening criteria and subsequent
implementation of SR.

Thanks again for sharing the documents.

Nancy

Nancy B. Beck, Ph.D., DABT

Deputy Assistant Administrator, OCSPP
P: 202-564-1273

M: 202-731-9910
Beck.Nancy@epa.gov

From: Thayer, Kris

Sent: Tuesday, September 12, 2017 5:56 AM

To: Beck, Nancy <Beck.Nancy(@epa.gov>

Cc: Bahadori, Tina <Bahadori. Tina@epa.gov>

Subject: FW: IRIS Materials for the 27-28 September SAB-CAAC meeting

Nancy,

Good morning. Please find attached the draft IRIS Assessment Plans (IAPs) for the upcoming
SAB CAAC meeting (September 27-28). For context, the draft [APs do NOT represent the last
public outreach during the course of preparing a draft assessment. During the September
meeting, we will spend a significant amount of time discussing additional transparency steps in
IRIS process for implementing SR.

We are happy to tell you more about our processes if you’d like. During our previous meetings,
we really focused on #ow we are implementing SR within IRIS (e.g., methods) but we have not
yet shared with you approaches for making it pragmatic or steps for promoting transparency
during the course of the assessment.

Please let us know if you have any questions or would like to meet and discuss,



Kiris

Kristina Thayer, Ph.D.

Director, Integrated Risk Information System (IRIS) Division
National Center for Environmental Assessment, NCEA
ORD, USEPA

Mail Code: B243-01

Building: Bldg B (Room B2111)

Research Triangle Park, NC 27711

(919) 541-0152 RTP

(703) 347-0260 Potomac Yards

Skype: kristina.thayer

thaver.kns@epa.cov

From: Bahadori, Tina

Sent: Tuesday, September 12, 2017 1:01 AM

To: Foster, Stiven <Foster. Stiven@epa.gov>; Bussard, David <Bussard.David@epa.gov>;
Berner, Ted <Berner. Ted@epa.gov>; Birchfield, Norman <Birchficld. Norman@epa.gov>;
Bollweg, George <bollweg.george@epa.gov>; Braverman, Carole




<braverman.carole(@epa.gov>; Broder, Michael <Broder Michacl@epa.gov>; Cogliano, Vincent
<cogliano.vincent@epa.gov>; Costa, Dan <Costa.Dan@epa.gov>; Cote, Ila

<Cote. lla@epa.gov>; Cybulski, Walter <Cybulski Walter@epa.gov>; Deener, Kathleen
<Deener.Kathleen@epa.gov>; Dockins, Chris <Dockins.Chris@epa.gov>; Donohue, Joyce
<Donohue Jovece@epa.gov>; Duncan, Bruce <Duncan.Bruce@epa.gov>; Dzubow, Rebecca
<Dzubow .Rebecca@epa.gov>; Echeverria, Marietta <Echeverria. Marietta@epa.gov>; Edwards,
Stephen <Edwards.Stephen@epa.gov>; Firestone, Michael <Firestone Michael@epa.gov>;
Flowers, Lynn <Flowers.Lynn@epa.gov>; Fusinski, Keith <fusinski.keith@epa.gov>; Gatchett,
Annette <Gatchett. Annette@epa.gov>; Geller, Andrew <Geller. Andrew@epa.gov>; Griffin,
Susan <Griffin. Susan@epa.gov>; Gwinn, Maureen <gwinn.maureen@ecpa.gov>; Hiatt, Gerald
<Hiatt.Gerald@epa.gov>; Hillger, Robert <Hillger.Robert@epa.gov>; Hospital, Jocelyn
<Hospital Jocelyn@epa.gov>; Hoyer, Marion <hoyer.marion@epa.gov>; Hubal, Elaine
<Hubal .Elaine@epa.gov>; Jarabek, Annie <Jarabek. Annic@epa.gov>; Kapuscinski, Rich
<Kapuscinski.Rich@epa.gov>; Kissinger, Lon <Kissinger.Lon@epa.gov>; Laabs, Chris
<Laabs.Chris@epa.gov>; Loughran, Michael <Loughran Michael@epa.gov>; Mangino, Mario
<mangino.mario(@epa.gov>; Martin, Lawrence <Martin.Lawrence@epa.gov>; McCullough,
Melissa <Mccullough.Melissa@epa.gov>; McDonald, Michael E.

<McDonald Michael@epa.gov>; Milburn, Anna <Milburn. Anna@epa.gov>; Miller, Gregory
<Miller.Gregory@epa.gov>; Morton, Michael <Morton. Michael@epa.gov>; Murphy, Deirdre
<Murphy.Deirdre(@epa.gov>; OBrien, Wendy <OBrien. Wendy@epa.gov>; Ohanian, Edward
<QOhanian Edward@epa.gov>; Olsen, Marian <Olsen. Marian@epa.gov>; O'shea, Marie
<OShea. Marie@epa.gov>; Podowski, Andrew <Podowski.Andrew(@epa.gov>; Pollard,
Solomon <Pollard.Solomon@epa.gov>; Quinn, Elizabeth <Quinn.Elizabeth@epa.gov>;
Raffaele, Kathleen <raffacle kathleen@epa.gov>; Ramasamy, Santhini
<Ramasamy.Santhini@epa.gov>; Rieth, Susan <Ricth.Susan@epa.gov>; Rimer, Kelly

<Rimer Kellv@epa.gov>; Ross, Mary <Ross Marv(@epa.gov>; Sams, Reeder
<Sams.Reeder@epa.gov>; Sayles, Gregory <Sayles.Gregorv@epa.gov>; Schumacher, Kelly
<Schumacher.Kelly@epa.gov>; Simic, Melissa <Simic.Melissa@epa.gov>; Small, Matthew
<Small.Matthew(@epa.gov>; Snyder, Emily <Snyder. Emily(@epa.gov>; Suero, Maryann
<guero.maryann(@epa.gov>; Sundar, Bhooma <sundar.bhooma@epa.gov>; Tornero-Velez,
Rogelio <Tornero-Velez.Rogelio@epa.gov>; Troyer, Michael <Trover.Michael@epa.gov>;
Tyler, Patti <Tyler.Patti@epa.gov>; Vette, Alan <Vette Alan@epa.gov>; Villeneuve, Dan
<Villeneuve.Dan@epa.gov>; Frederick, Tim <Frederick. Tim@epa.gov>; Burton, Laureen
<Burton.Laurcen@epa.gov>; Kolb, Laura <Kolb.Laura@epa.gov>; Hogan, Karen
<Hogan.Karen@epa.gov>; Holsinger, Hannah <Holsinger Hannah@epa.gov>; Vandenberg,
John <Vandenberg. John@epa.gov>; Strong, Jamie <Strong.Jamic@epa.gov>; Gehlhaus, Martin
<Gehlhaus. Martin@epa.gov>; Lowit, Anna <Lowit. Anna@epa.gov>; Barone, Stan
<Barone.Stan@epa.gov>; Albert, Ryan <Albert.Rvan@epa.gov>; Allen, Elizabeth
<allen.elizabeth@epa.gov>; Bass, Nikki <Bass.Nikki@epa.gov>; Benson, Bob
<Benson.Bob@epa.gov>; Beringer, Mike <Beringer.Michael@epa.gov>; Berry, David
<Berry.David@epa.gov>; Bhattacharya, Dipanjana <Bhattacharya.Dipanjana@epa.gov>;
Cogliano, Gerain <Cogliano.Gerain@epa.gov>; Cooke, Maryt <Cooke Maryt@epa.gov>;
Dinan, Janine <Dinan.Janine@epa.gov>; Fegley, Robert <Fegley.Robert@epa.gov>; Fisher,
Jacqueline <Fisher.Jacqueline@epa.gov>; Fleming, Sheila <fleming.sheila@epa.gov>; Foos,
Brenda <Foos.Brenda@ecpa.gov>; Arvanaghi, Heather <Arvanaghi Heather@epa.gov>;
Gallagher, Sarah <Gallagher.Sarah@epa.gov>; Gillam, Rick <Gillam.Rick@epa.gov>; Grams,




Bradley <grams.bradley(@epa.gov>; Harris, Jamie S. <Harris. Jamie(@epa.gov>; Hodes, Colette
<Hodes.Colette@epa.gov>; Hostage, Barbara <Hostage Barbara@epa.gov>; Kent, Ray
<Kent.Ray@epa.gov>; Keteles, Kristen <Keteles Kristen@epa.gov>; Khoury, Ghassan
<Khoury.Ghassan@epa.gov>; Koporec, Kevin <Koporec. Kevin@epa.gov>; Lloyd, Diedre
<Lloyd.Diedre@epa.gov>; Master, Edward <master.edward(@epa.gov>; Mazza, Carl
<Mazza.Carl@epa.gov>; McKean, Deborah <mckean.deborah@epa.gov>; Mclain, Jennifer
<Mclain.Jennifer@epa.gov>; Newhouse, Kathleen <Newhouse.Kathleen@epa.gov>; Nwosu,
Julius <nwosu.julius@epa.gov>; Partridge, Charles <Partridge. Charles@epa.gov>; Rauscher,
Jon <Rauscher.Jon@epa.gov>; Rodgers-Jenkins, Crystal <Rodgers-Jenkins. Crystal@epa.gov>;
Sargeant, Kathryn <sargeant kathryn(@epa.gov>; Scozzafava, MichaelE
<Scozzafava.MichaelE@ecpa.gov>; Serda, Sophia <Serda.Sophia@epa.gov>; Shao, Nicole
<Shao.Nicole@epa.gov>; Shewmake, Kenneth <shewmake kenneth@epa.gov>; Stifelman,
Marc <Stifelman.Marc@epa.gov>; Stralka, Daniel <Stralka.Danicl@epa.gov>; Subramaniam,
Ravi <Subramaniam.Ravi@epa.gov>; Tsui-Bowen, Alethea <Tsui-Bowen Alethea@epa.gov>;
Turner, Philip <Turner.Philip@epa.gov>; Villarreal, Chris <villarreal.chris@epa.gov>; Vogel,
Dana <Vogel . Dana@epa.gov>; White, Hal <White Hal@epa.gov>; Wilson, Patrick
<Wilson.Patrick@epa.gov>; Wroble, Julie <Wroble Julie@epa.gov>; Corona, Elizabeth
<Corona.Elizabeth@epa.gov>; Waleko, Garland <Walcko.Garland@epa.gov>; Myers, Tom
<Myers. Tom@epa.gov>; Costello, Kevin <Costello. Kevin@epa.gov>; Ferreira, Gina
<Ferreira.Gina@epa.gov>; Nace, Charles <Nace.Charles@epa.gov>; Mills, Jason
<Mills.Jason@epa.gov>; Smith, Lora <Smith.Lora@epa.gov>; Benware, Richard
<Benware.Richard@epa.gov>; Prince, Ruth <Prince Ruth@epa.gov>; Sarsony, Chris
<Sarsony.Chris@epa.gov>; Stewart, Michael <Stewart.Michacl@epa.gov>; Burgin, Deborah
<burgin.deborah@epa.gov>; Lavoie, Emma <Lavoic.Emma@epa.gov>; Burgess, Michele
<Burgess. Michele@epa.gov>; Gaines, Linda <Gaines.Linda@epa.gov>; Kirk, Andrea

<Kirk. Andrea@epa.gov>; Frame, Alicia <Frame.Alicia@epa.gov>; Berg, Marlene

<Berg Marlene@epa.gov>; Parsons, Christy <Parsons.Christy@epa.gov>; Tucker, Nicole
<Tucker.Nicole@epa.gov>; OLEM OSRTI Human Health Risk Assessors
<OLEMOSRTIHumanHealthRiskAssessors@epa.gov>; Sugatt, Richard
<Sugatt.Rick@epa.gov>; Carroll, Courtney <Carroll. Courtney(@epa.gov>; Metz, Chloe
<Metz.Chloe@epa.gov>; McPherson, Julie <McPherson Julie@epa.gov>; Rios-Jafolla, Nancy
<Rios-Jafolla.Nancy@epa.gov>; Ballew, Mary <ballew.marv(@epa.gov>; Maddaloni, Mark
<Maddaloni.Mark@epa.gov>; Shimeles, Taectaye <Shimeles.Tactave(@epa.gov>; Hodoh, Ofia
<Hodoh.Ofiatepa.gov>; Adams, Glenn <Adams.Glenn@epa.gov>; Maurice, Charles
<maurice.charles@epa.gov>; Wharton, Steve <Wharton.Steve@epa.gov>; Phillips, Todd
<Phillips. Todd@epa.gov>; States, Abbey <States. Abbev@epa.gov>; Filipowicz, Urszula
<Filipowicz Urszula@epa.gov>; Chan, Sydney <chan.sydney@epa.gov>; Richards, Jon M.
<Richards. Jon@epa.gov>; Fallace, Katherine <fallace katherine@epa.gov>; Vasu, Amy
<Vasu.Amy@epa.gov>; Vu, Chau <Vu.Chau@epa.gov>; Johnson, Jeremy
<Johnson.Jeremy@epa.gov>; Meyer, John <Meyver.John@epa.gov>; Wilkins, Amina
<Wilkins. Amina@epa.gov>; Axelrad, Daniel <Axelrad. Daniel@epa.gov>; Euling, Susan
<Euling Susan@epa.gov>; Arrington, Linda <Arrington.Linda@epa.gov>; Bloom, Jill
<Bloom Jill@epa.gov>; Harris, Kimberly <harris. kimberly@epa.gov>; Sivak, Michael
<Sivak.Michacl@epa.gov>; Mageid, Allaa <Mageid. Allaa@epa.gov>; Biscoe, Melanie
<Biscoe Melanie@epa.gov>; Brogard, John <Brogard.John@epa.gov>; Bachman, Brenda
<bachman.brenda@epa.gov>; Long, Michelle <Long.Michelle@epa.gov>; Folland, William




<folland.william@epa.gov>; Taylor, Dawn <Taylor.Dawn@epa.gov>; Mazziotta, Nicholas
<mazziotta.nicholas@epa.gov>; Adler, Bonnie <Adler. Bonnie@epa.gov>; Lambert, Matthew
<Lambert. Matthew@epa.gov>; Hotchkiss, Andrew <Hotchkiss. Andrew(@epa.gov>; Yaquian-
Luna, Jose <yaquian-luna.josca@epa.gov>; Page, Jordan <Page Jordan@epa.gov>; Kopylev,
Leonid <Kopylev.Leonid@epa.gov>; Segal, Deborah <Segal.Deborah@epa.gov>; Price,
Michelle <Price. Michelle@epa.gov>; Henry, Tala <Henry.Tala@epa.gov>; Fehrenbacher,
Cathy <Fehrenbacher.Cathy@epa.gov>; Camacho, Iris <Camacho.Iris@epa.gov>; Blair,
Susanna <Blair.Susanna@epa.gov>

Cc: Jones, Samantha <Jones.Samantha@epa.gov>; D'Amico, Louis <DAmico.Louis@epa.gov>;
Fritz, Jason <Fritz.Jason@epa.gov>; Kraft, Andrew <Kraft. Andrew(@epa.gov>; Persad, Amanda
<Persad. Amanda@epa.gov>; Thayer, Kris <thayer kris@epa.gov>; Avery, James
<Avery.James@epa.gov>; Shams, Dahnish <Shams.Dahnish@epa.gov>; Soto, Vicki
<Soto.Vicki@epa.gov>; Lavoie, Emma <Lavoic. Emma@epa.gov>

Subject: IRIS Materials for the 27-28 September SAB-CAAC meeting

Hello Everyone,

Attached, you will find the IRIS background documents for the upcoming SAB Chemical

Assessment Advisory Committee (SAB-CAAC), scheduled for 27-28 September. The “IAP

Background” provides an overview of the expectations for this meeting. The other three

documents are IRIS Assessment Plans (for nitrate/nitrite, chloroform, and ethylbenzene) that

demonstrate how systematic review is being formally integrated into the existing scoping and

problem formulation step of IRIS. Many of you were involved in and helped in shaping these

efforts over the past few months — and we thank you! More information about the SAB meeting

can be found:
htips://yvosemite.epa.gov/sab/sabproduct.nst//MeetingCalBOARD/B993D2C54053CD9A8525817DO0SFD 1 E271

Please let us know if you have any questions or need additional information.

Tina

Tina Bahadori, Sc.D.

Director, National Center for Environmental Assessment (EPA/ORD/NCEA)



National Program Director, Human Health Risk Assessment (EPA/ORD/HHRA)
PYS-11622; 1200 Pennsylvania Avenue, NW, MC 8601P, Washington, DC 20460

phone: 703-347-0283; mobile: 202.680.8771; Email: Bahadori. Tina@epa.gov




